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Table S1 Increased ratio of event risk due to medical history

	
	Nonfatal myocardial infarction
	Nonfatal stroke
	Hospitalisation for unstable angina
	Hospitalisation for heart failure
	Albuminuria progression
	Renal failure
	CV death

	Medical history
	
	
	
	
	
	
	

	Nonfatal myocardial infarction
	-
	5.85 
	-
	12.44 
	-
	-
	-

	Nonfatal stroke
	-
	-
	-
	-
	-
	-
	7.03 

	Hospitalisation for unstable angina
	2.80 
	-
	-
	-
	-
	-
	-

	Hospitalisation for heart failure
	-
	-
	-
	-
	-
	-
	5.39 

	Albuminuria progression
	-
	-
	-
	3.71 
	-
	4.48 
	4.12 

	Renal failure
	-
	-
	-
	6.53 
	-
	-
	3.97 


CV cardiovascular

Table S2 Cost and utility parameters

	Cost parameters
	Values
	Source

	Drug cost
	
	

	Linagliptin/year
	56,760 yen
	National Health Insurance Drug Price List: 155.40 yen (5 mg/1 tablet)

	Standard of care/year
	0 yen
	Assumed to be offset between the groups

	Event cost
	
	

	Nonfatal myocardial infarction
	657,905 yen
	Kaku et al, 2019 [12]

	Nonfatal stroke
	1,390,238 yen
	Kaku et al, 2019 [12]

	Hospitalisation for unstable angina
	777,680 yen
	Kaku et al, 2019 [12]

	Hospitalisation for heart failure
	1,055,068 yen
	Kaku et al, 2019 [12]

	Albuminuria progression
	0 yen
	Assumption

	Renal failure
	4,773,540 yen/year
	Kaku et al, 2019 [12]

	CV death
	1,629,280 yen
	Kaku et al, 2019 [12]

	Utility parameters
	Values
	Source

	Utility at baseline
	0.719
	Sullivan et al, 2016 [13]

	Reduction in utility
	
	

	Nonfatal myocardial infarction
	−0.047
	Sullivan et al, 2016 [13]

	Nonfatal stroke
	−0.060
	Sullivan et al, 2016 [13]

	Hospitalisation for unstable angina
	−0.047
	Assumed to be the same as nonfatal myocardial infarction

	Hospitalisation for heart failure
	−0.050
	Sullivan et al, 2016 [13]

	Albuminuria progression
	−0.038
	Sullivan et al, 2016 [13]

	Renal failure
	−0.038
	Sullivan et al, 2016 [13]
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Table S3 Full results from the one-way sensitivity analysis
	
	Low Value
	High Value

	
	Incremental costs (yen)
	QALYs gained
	ICER (yen/QALYs)
	Incremental costs (yen)
	QALYs gained
	ICER (yen/QALYs)

	HR of linagliptin to comparator: renal failure 
(range: 0.24–1.39)
	−6,371,625
	1.40
	Dominant

(−4,562,459)
	7,720,989
	1.22
	6,314,490

	Age at beginning of analysis (range: 52–78 years old)
	1,188,880
	1.80
	662,473
	−1,497,336
	0.68
	Dominant

(−2,208,426)

	HR of linagliptin to comparator: macroalbuminuria (range: 0.66–1.36)
	−1,302,866
	1.53
	Dominant

(−851,130)
	68,147
	1.13
	60,367

	HR of CV death in patients with hospitalisation history due to heart failure (range: 4.31–6.47)
	−1,175,188
	1.27
	Dominant

(−928,123)
	−125,573
	1.40
	Dominant

(−89,565)

	Rate of CV death at baseline risk in comparator (range: 0.14–0.21/100 person-month)
	−1,327,651
	1.30
	Dominant
(−1,022,947)
	−328,253
	1.32
	Dominant

(−249,267)

	Discount rate/month (cost) (range: 0.00%–0.33%)
	17,545
	1.34
	13,105
	−852,300
	1.34
	Dominant

(−636,629)

	HR of linagliptin to comparator: hospitalisation for heart failure (range: 0.24–0.95)
	−719,051
	1.45
	Dominant

(−494,928)
	−21,746
	1.18
	Dominant

(−18,446)

	HR of renal failure in patients with macroalbuminuria (range: 3.58–5.37)
	−972,039
	1.33
	Dominant

(−730,077)
	−360,608
	1.33
	Dominant

(−270,482)

	HR of CV death in patients with nonfatal stroke history (range: 5.62–8.43)
	−709,660
	1.31
	Dominant

(−540,594)
	−308,693
	1.36
	Dominant

(−227,182)

	HR of linagliptin to comparator: nonfatal myocardial infarction (range: 0.45–1.69)
	−710,936
	1.38
	Dominant

(−516,632)
	−261,723
	1.27
	Dominant

(−205,946)

	HR of linagliptin to comparator: nonfatal stroke

(range: 0.22–1.66)
	−423,551
	1.43
	Dominant

(−296,975)
	−674,053
	1.16
	Dominant

(−582,246)

	Rate of renal failure at baseline in comparator (range: 0.15–0.23/100 person-month)
	−828,481
	1.33
	Dominant

(−624,222)
	−512,621
	1.33
	Dominant

(−385,484)

	Discount rate/month (effectiveness) 
(range: 0.00%–0.33%)
	−545,319
	1.74
	Dominant

(−313,138)
	−545,319
	1.05
	Dominant

(−520,904)

	Event cost: hospitalisation for heart failure/event

(range: 844,054–1,266,082 yen)
	−407,567
	1.34
	Dominant

(−304,434)
	−683,071
	1.34
	Dominant

(−510,222)

	HR of linagliptin to comparator: Hospitalisation for unstable angina (range: 0.11–4.07)
	−626,567
	1.33
	Dominant

(−470,289)
	−384,480
	1.34
	Dominant

(−287,260)

	HR of CV death in patients with macroalbuminuria 

(range: 3.29–4.94)
	−666,713
	1.40
	Dominant

(−476,899)
	−816,718
	1.24
	Dominant

(−658,529)

	Linagliptin cost/month (range: 3,784–5,676 yen)
	−658,740
	1.34
	Dominant

(−492,049)
	−431,897
	1.34
	Dominant

(−322,607)

	QOL at baseline in diabetic patients (range: 0.05–0.07)
	−545,319
	1.07
	Dominant

(−508,767)
	−545,319
	1.61
	Dominant

(−339,615)

	Rate of macroalbuminuria at baseline risk in comparator (range: 1.95–2.93/100 person-month)
	−551,996
	1.34
	Dominant

(−412,865)
	−382,372
	1.33
	Dominant

(−286,752)

	HR of hospitalisation for heart failure in patients with nonfatal myocardial infarction history

(range: 9.95–14.93)
	−407,715
	1.35
	Dominant

(−301,373)
	−542,369
	1.34
	Dominant

(−404,431)


CV cardiovascular, HR hazard ratio, ICER incremental cost-effectiveness ratio, QALYs quality-adjusted life years, QOL quality of life
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